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(54)Title: NOVEL PYRIMIDINE-5-CARBOXAMIDE DERIVATIVES 



(57) Abstract 

Pyrimidinc-5-carboxyamide derivatives 
represented by general formula (1) or salts 
thereof, wherein each symbol has the meaning 
as specified below: X: O, S, NR l , CO, NR 1 CO, 
CONR 1 , C=N-OR l or a bond; Y: lower 
alkylene optionally substituted by OR 1 or - 
NHR 1 or a bond; Z: O, NR 2 or a bond; A: H, 
optionally substituted lower alkyl, lower alkyl 
optionally having -CO-, optionally substituted 

aryl, optionally substituted heteroaryl, optionally substituted cycloalkyl or an optionally substituted and saturated heterocycle containing 
nitrogen; B: optionally substituted aryl or optionally substituted heteroaryl; and R 1 , R 2 : H or lower alkyl optionally having -CO-. 
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X:0, S, NR. 1 , CO, nr'co, CONR\ C=N-OR' xttig^aj, 

Y : OR 1 t < &-NHR 1 TBttSnTViTfeiv^iftftT^U^aXtttt^W, 
Z:0, NR 2 X&#S£g|$, 

A:H, tt^S^WLT^Tfecfc^fggStT;^^. -CO-Btfcl^ffL-TUTfc 
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m m m 

7i/j^-£«n ±i:ft«^D^ij>E (igE) tmmMM&zwmi&mnt 
(Dmmm \z «t o $ n« *a<*n s nx ^ 5 = nESSuffliaR » igE ic 

»T<E>M»ftltt©FcgW (FceRI) £1" IgE # FceRI KUS'&U 

IWl^-SJ&^itfrTS. E<0J:3&J&*r0»*£l/T, ^ttO^SS^SrsKST 

M^n. sfca*07w^— ^*ffis«teH4T*u--f h*-r>^*«/tiir 
So 

□ v>+±— fe\ Lyn (Eiseman,E. TkX$ Bolen, J. B., Nature 355 : 78-80 (1992)) , &. 
tfSyk (Taniguchi, T. ^ J. Biol. Chem. 266 : 15790-15796 (1991)) j&«ISI-5-LT^£ 
**t«e»tlTV45. ^tl60^nS/>*^— tfttftJRK:«fc« FceRI ©3jM*«K:Jgtt 
ft (5 : Dy> l J>M £tl5 (Hutchcroft, J. E. Proc. Natl. Acad. Sci. USA 89 : 
9107-9111(1992)) o $ *>\Z FceRI 0JS&teK«i;t>Tli£$tt5lft$&^lM h*^ 
>S£/u|k:te, Syktf>SH2 h7^>W?DyHt- tfJStttf&gT&S Zl <»: 
(Rivera, V. M. W Brugge, J. S., Mol. Cell. Biol. 15 : 1582-1590 

(1995)) o 

foT, IgE !W«Ktt#r*IE*l»IIS^»tt**^6)©7 
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^•r***fpffl*ciFu<«i«i*n*ci:^«ft*n (crowi ey ,M.T. m. j.e xp . 

Med. 186:1027-1039 (1997)) . Syk ifl FcyR p 77-y0tt^fflC 

^ TftftTlS&SK^lfct ^ t^Snt^S. ftoX. Syk EB£*f ttttftft 

??Mfla^t4^w§TO (adco \z£Qti%2n&m&tozwtMiimm* 

Syk © 7 > > X ^ U 3 % Z V H » GM-CSF «t * #BS* ©7^1 — yX 
IS#£#P$IJT& Z. (Yousefi, S. J. Exp. Med. 183:1407-1414 (1996)) . 

syk tt b «ua«tKse#*^-r<5 b iwsosttftttoTSRT?* o . iaiig^ 

M^C0±#H^ < H# LXl^-3 (Hutchcroft, J. E. <£, J. Biol. Chem. 267:8613-8619 
(1992)5.1/ Takata, M. *S, EMBO J. 13:1341-1349 (1994)) . fi£oX> SyklSMteB 
M co» t g £ MX # £ oJ^tt £ W L , ffifle *WT 5 & & © M% <h L X$t# $ 

sn. Lck t iBsagMd <t o T&mn^u is >*i— mam^t zmuft 

i/t?i-MZ-%{sXW,W\$}\ZftRlT2> (Couture, C. Proc. Natl. Acad. Sci. U.S.A. 
91:5301-5305 (1994)$. t£ Couture, C. Mol. Cell. Biol. 14:5249-5258 (1994)) „ 

x, syk i5i*^j« T«iatt®s*#s^"r*aiiattfeffioflii6!ia!i tu^mm^ 
"t$nxv^ 0 

Syk^jtTr7X*«/J^X«, □7-^>(:J;l9i^n577^^»t 

d h-><DmMRz$tn.'bfiLM%ktfmm\zmfflznz> (pooie, a. ^. embo j. 

16:2333-2341 (1997)) Zt£K). Syk Ifig&lKtejftilHM t>Jtflft£ftTH4. 
-77. WO97/19065 TSCX^^nS 2 -7 - U 7 f 'J 5 
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##p56 le \ P 59^ ZAP-70BL^PT-f>*^-— i? C &»ft«fcEfF"ra 



(55+ . Rett* H, -NH 2 > tt$fc75A ~hD, -COOH, IXxi^^iT. 



EP73328 US3901887 ^, US3910910 US3940394 ^£$81;: l*. 

4 ft k: 7 x - )\>r 5 y s & s tr u 5 v >tt&m<»ttMaM$m tfimm* nt v > 

Piceatannol ^IS^tltt^ (Oliver, J. M. J. Biol. Chem. 269 : 29697-29703 
(1994)) . LfrU O in vitro T © Syk ifE#Sttttfi< , Mfciittfc Syk 

tfiaaF»j©i!itt*««H$nTvi*. 




4&£E&75/X, 5&IC*;U#^5 K***T*t!ll $y>MtLT, 
Indian J. Chem., Sect. B, 16B(10), 932-933 (1978)£TI2fc£W 




EP475206 RtfUS5104877 £TfB{b£tt#*IB^£*lTv>£. 
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X:0, S, NR\ CO, NR'CO, CONR\ ON-OR 1 XttlS&fiB, 

YrOR 1 fe b < te-NHR 1 Tfl^tlT^^T^)J;^tS7M^>iXtt^ > 

Z: O, NR 2 X«^gg> 

A:H, l^l$:fUT^Tt)J;^ii7MJk -CO- g$g£WLTV>T 

B:«tftS&WLTViTt)«fc^TU-;UXttll«l*&WLTViT'b«tVi'\xP7 
R\ R 2 :H, i£»7^+;i/Xtt-C0-(£»7Jl/+;i/S. OTR*. ) 




(I) 
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r7U-;V*j tLX. »SL<»41tt*ft6 755l4llOJMI75S3Ha7U-- 

5 75 S8 Jl©^ D7Ji/*;i«3WWRU «*tf#*llJ: DliteTS'f >^n;P 
Xtt 5,6,7,8-x h7k K n^7^g LWTfc&V*, r->£ P7;WUgj 

*fc^>i? >SRtff8SII U l-fe L < tt 2--f >^-;UXtt 1,2,3,4-x h7kH 

ICl^© O X\t S £WLWTt>ck^5 7?/M8M©tS^xPSST&D> 

-;k >r s^/U^-;p, ^^e^^^Ht^s. rfiSfn^^ojRSj tit 

4ffl^rra5 75S8ji©¥mA-rD7U-;PST?*D, »sl<«, eu^;k tr 
U = v-;k -r^vu;k ^x-;k 7U;u&t^7V'u;ugT&3. 

r«tft***UT^Tt>«tt>{ffiR7;Wl'J . rn&g£WUT^T&<kV>7U 

NH 2 , -7°P K7y^k$nfcNHaXtf-te»7JP+U>-NH 2 T?*S. 

a#:-NH 2 , - 7o K 7 y tfifrZtltc NH 2 . -fti7MI//-NH 2> -(SIR 
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7)V^rU>-^U F^yPik-Zntz NH 2 , -NH-Ii7JWk ~N($M 
7)^)1)2. -NH-ffi7J^t/>-7'J-JK -NH-7U-;k -NH- 
^i'DTW, -NH-^xP7'J-JU, -NHC0-{£$7;Wk - 
NHSOj-^TJU+Jk — NHC(NH)NH 2 , -NHCONH 2 , -OH, -0-(SSft 
7)V*)V, -C0 2 H, -CONHOH, -COz-fSl^l^k -CONH-{£$ 
7)V^)VmS-C0^(i!m.7)^)V)2. 

7 U -)Vl \z&n%W&&b LTlflf* b < fcLkfE a P&OTIE b £«k OSttStl 
&ST&9> £n£C9tt$g£l~4MUWTfc&K^»3;L<ft, -NH 2 , 
-fii7J^l/>-NH 2 . -WC7)V*r)),s -An^>If (F, CL Br, I) , - 

cf 3 Rtf - o — (g»7 ; wust & 5 . 

bS¥: -I17MJK -AO^>Sf (F, CI, Br, I) , -AD^HC^T* 

tftsnfc(SHR7;u^;u (-ch 2 f, -chf 2 , -cf 3 ^) . -o-iS^7;u^u 

>-7U-JK -0-7'J-JK-0-i»7KU>-7>J-;P-0-i» 
7i^JK -S-fiS7Ml/>-7'J-;k -S-ft»7MU>-7U- 
ihO-S»7W*. -NCfeRtf-CN. 

a±E a m^zsrm c £ «t o $ ft&*T& o , n n <=> ©ffi&S£ i ~ 4 naw l 

c&: -AD^r>If (F, CK Br, I) , -0-tt7Wl/>-7 l J-JK - 

o- 7U-;k -o-fg^7;i/^k>-7U-;i/-o-ism7;wk -s- 

fii7M^>-7'J-JK -S-(KjR7;^U>-7'J-;U-0-<£j»7 
-NOj. — CN, -a»J;D«ft3tt*arc«tfe£ftWT'b«fctr»7 
U-;U> -^D7W, -ArD7'J-;k -fi&ftiAT-nSt, - tf— ;k 

* fc , r 7° □ h* 7 y ^ffc $ tlfcNH 2 J £ tt, W^frT C 43 lA T - NH 2 <h fc 

§^H^tC^»OS^«T^o #3; L < tt(Z)-3-[2-(7ir h^->)7xx;U]-2-:/p 

/w<;u7S/-> (7iz b*i/fi)i7$-)i7^ y 4-7> J F^>> ? ;u 
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* M -)V7 5 J - Rtf[(2- 1 H □ * v 7 x x;P)(7 x X^)/ ^ Uf>]7$ 

y d , toco c ©a<D^n#tfti snfcg££3T5o 

2-(2-7 = y 5 y>4-(3-^^;u7-u / )tru a i^-s-^i^+j-s b\ 2.(2- 
75 y if^75/)-4-(3- h u 7;i^p*^;u7x'j y)fcf'J 5 v>-5-#;i^*+> 
a h\ 2-(4-7syy5 1 ;u7sy)-4-(3-hU7;^D^^;i/7xuy)tf'J5> ? >-5-- 

*;i/J|5*iJ- 5 H . 2-(2-7 5 J X^;U7 a J )-4-(3-7*P U 7 ) fc? 1 J 5 3? >-5-# ;U 
sS+U- 5 H . 2-(2-7 5 J X^Jl/7 a J )-4-(3-X SD7xUy)tfU5 5»-5-* 

•ti-5 h\ 2-(2-75yx^;i/7$y)-4-(3,5-^y^7xuy)hfU5^>-5-^^^^ 
it a h , 2-(2-7 a y X5P;U7 = y )-4-(2-^-7^Ji/7 a y ) tf u a v >-s-ti 5 
H , 2-(ds-2-7 5 y □ A^v;i/7 a y )-4-(3-x^;U7x u y ) tr u a s> >-5-# ;u 

^+i+a H, 2-(cis-2-7= y 0^yjV7S yj-^D^T-U y)t°u 
>-5-*;i/#^3 b\ 2-(cis-2-75y->^nA^^;W75y)-4-(3,5-> J ^PP7XU 
y)tf U 5 5»-5-#Jl'#*U-5 h\ 2-(cis-2-75 J y^DA+y;i/75yH-(3,4^- 

huy h^->7^ i jy)e i ja> ? >-5-*;i/#^i+a k. 

7°Ptf^->^, yj^l, 7o>». ziA7&, 7t;h», t^tu:^ ?Ltt, U 
>=f», 7x>m, j*?>7oi>#>&, x*>7nJU*>&, 7x/t7^> 

+JJU->7A. 7;U5X7A«©»l«lfeS, /W$X X3MU7SX x^y- 
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1 CONH 2 N^y 

L"^N ( i ) 

(n) 

(3S +, LftWS^t. arm*. ) -essfts*^ 
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(in) £^ju75s-#£M*fflK &mnmmtmtin : izft? cttf-vtz. 



m<D7)Vn-)Vm, DMF, k°Uy*X 7K> y^HW+yF (DMSO) ^SlS 
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m. DMF, DMA, N-^tfD'JH>, tf U v ? >, DMSO, ftRlf;!', 7iz h 
-hU;i^SE^CTIgtt^»*SE*, #;i/#>*<b£fc (V) WX.tts 9 

->i7DA^M^5F (DCC) , ^Vyo^My<$H (DIPC) , 

i-x^;i/-3-(3-^^?j|/75y^Pt!;P)*;^>f-r5 K (wsc) . i,r-*;p#-;p 

t'7,-lH--r$^V-;U (CDI) m , I^CtoTttN-kKD^W^WSH 
(HONSu) . l.kKn*^>7h>J7'/-;p (HOBO ^©»^J#ffiT, 7> 
t-7«l, z. £\z& 0 KitTS d <h#T££. Sgf^ai/lSttlllTl; 

ft, *5e^{k^/» (i) 7$;s^§iit§^n(i ts 

(v) o : n ^ otis^f feggSTSi Lti5 1 , mnkcofc 

fo&mm^ LTimmO rprotective Groups in Organic 

Synthesis «g2li£) j £e*©&«X£BMft"rtttf 

(la) H ( ib) 

(5$4^ R 3 «M7;^;i/XttR 3 -CONH-i:LT75y*CD7°D h^y^lftU 
A 1 » NH 2 X fit R 3 -CONH- 1> b < © NH 2 «k 0 g|& $ ft & S t — & £ ft o T A 

#S8l&te A ±KI7 5 y »£Wf (I a) ©75/S**JU#>K-fk^ft 

£EJ£U #569ifls£* (I b) 

ymm, gtti^rm ffi^pj (dcc, wsc, cdi^) mmz m 
®&Mioft&T\zKfott%<»t>^ Rfo*nm\zmftzi£z±rmi\tem£tf$>z> B 
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B 

CONH 2 




B 

CONHj 



(I c) £#£#£T&£o 

DMF^OTOItM^ ftSPTftSMTF, #3;L<te, -20 C C~60 , C 



«&teA±K75/S£W^3{fc£tl (I a) =£0^7->VS£W-r3#^ 
BJ^ti (I d) W5^TS§, 

JVm, 7K< DMF, DMA, N-^^UfD'JHX tf'Jv>, DMSO, 

7-fe hx h U ;WPRJSCTOtta:»*l't , fT'5. «T*lft»^^Haafi»0#ftTtE 

are, xtt2iwi^iTfflt^n?.. sjiStt^T^^jn^a^TfT-scd:^ 




CONH 2 




B 

CONH 2 . 
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X' Yx B 



H 2 N 



X'^B 



CONH, 



^ o 1 N *y c0NH2 

(Ie) 



(I 



(la) 

e) £5«gi-£2fifcT*3. 

& Tfc, DMF, DMA, N-^^UtfniJ H>, tf'JxX DMSO, IflgX^k 7 
■fe hx h U;i^EJ6CTiS14fci8&*?T-5. BHtt. «fflM*©«**lMfc:J- h U ^ A, 




f 

X^CONH, 
(VIII) ( I ) 

(i) 75 Fitiz&zmit^nm'fe 
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(pww Rink75 mm) zm&ctmmzLTB&L. \t%m (vn) 

(2) M&X©>»A 

«ttAfcRI*K:bTfls^* (vm) £$mT#3o 

(3) ®m<D!&£ 

itte® (vm) *D««lftK«S«c:i:k:J:0*»Wft*« (I) fctSliSTS. 

7;Un-;m, DMF> DMA, N-*3MUfcfD 'J h'X t!Uv>> DMSCK ^$?X5P 



tt^SjS«tfII3»[SA |Wim \Zft? Z. ttfi-C%Z>. X *« NR 2 ©J§£«7iz h - h 
ffiBt|l|tttfT^75 K# (II) £, R'^IXrJUO^, fltfetckOSE^fctt 






B 
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mm, ) 

*mmte7)l3*>'*3 L U>W (XI) i7$y>Xfii , V?t^l/7# (xn) 
£ * 14 3 T£ JtS 2 5 d (h K «t 0 If U 5 v >M £ Mj&T Z> 15 ft 

t&& 0 »«|EtUTtt*, *^y-;k x*y-;k 1,4-^+* >. if'Jx>f 

^§M^LT(1 #Bfc&U£A. BIH-HJ£A, h'J£A, *BMfc 

mm. atim, mm< mm, e*, gtfut, ata, #i^D7h^7 



gift 2 




o 

(XI) 



(XIII) 
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ttStA. ; 28L^Jlii/h«W«*««4TSJfcLft*©^K • ©**tbT 

1) SykH&Mf^M : 

t h Syk it^?tt, Jurkat Mcfc D P®! Lfc total RNA 6 . 3'-*S» t 8757 
*3a*rt>e>J&* FLAG ^Oflte? *%£GZ-&rzBT\ RT-PCR&£fflV>T£ □- 
->^Lfco J|MB2-&&cDNA ^/^aD^^JVX^IyXf A (GIBCO BRL ft) 
Cti^^^^-, pFASTBAC HT \ZtiLfr&/u1£ a pFASTBAC HT (3 Syk © 5'- 
^Kt7^7>6glS^e>;&3 His ^^6tt^T*5RIH:ftoTV>5. HOT* 
dna SA+3.o^7^;bx56a>'^xAC < &sn*n>trT->H:;k 

DH10BAC II^l^Ab, ^Witt -< )17,(D DNA *f^«Lfc. $ 5 A 
7-<;i/X©DNA ^Sf-9TO (ATCCtt) II h7>X7i^ya >t5^ tCJ;0 

^Ojfi*lftA^^;i'XM5fe*-&fcSf-9*fflia*HlI«b 1 %Triton X-100£^tf}§ 

v> (CLONTECH&) £fi£U U'5?>fcISyk©His^da»#'geK«!»»$"&fc. 
l/v>£2&IIIifeitLfc^ 5 $'^-)V*^$snv 7 7-TSyk©His^ 

2) Band 3 ^7°^ HfP« : 

t h#MBand 3 (Harrison, M. L. *£. J. Biol. Chem. 269: 955-959 (1994)) © 
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Tyr-8S'&tri87SyKJ5S©^^H (MEELQDDYEDMMEENLEQ) £^7*^K 
^T£$bfc. Pierced© fcf*^>fc* V b£fflV>T, Ui?>\zm%L 
fe^T^^HON-^^tf^WbL, HPLCfcffl^TttKLfc. 

3) SPA ^ Syk^P^>^— tfiSttOWjg : 

SPA (Scintillation Proximity Assay) ttt v Amersham ttfc «k D HSBSJlfc, :>> 

c n\zm&~? z> %> * . 

KJ&?& : 0.2 |xg Syk, 50 mM Tris-HCl (pH 8), 10 mM MgCl 2 , 50 mM Na 

CI, 1 mM DTT> 0.4 |xM Band 3^7^ K&tfO.l j^Ci [ Y - 33 P]ATP (10 mCi/ml, Am 
ershamtt) 50 yl\Z, i»fl:^*©DMSO»**, l7x;i/^fcD2 jU (Si^DMSO 
*£tt4%) gsjDLfco iLtlSrOptiPlate™ (PACKARD^:) £f|fi!U (20~25"C) 

0.25 mg SPA tf— X, 50 (iM ATP, 5 mM EDTA Rtf 1% Triton X-100 £*a tf PBS 
(£&f?ih?K) £ l 7x;i/M5fc0 l50|d*tOLTRffcfefl*jhSia:&. 
7V-h£v-J!/LTi»#U MT1 5^(WH/&|, 7°U-h^l,500Hlfe 
T3#Wit/&U SPAe-X*tt»S-&fc. TOP COUNT (PACKARD^) 
T#7xJU<3W^tt&$J£U SykldiS^D^U >!MtiSttSJIttlLfc. 

4) : 

^tewf ^BHfc^ttfcSyk^n -tftttU IC 50 ffi0.1 |iM&T©.lfi# 

2-(2-75 ;if^7$;)-4-(3^^7-'J 7 )tf U 5 v>-5-#;U#+1ta h\2-(2- 

T^yiws; h-(3- h u 7 n pwpt - 'j / ) e y s >-s-* 

S h\ 2-(4-7 5; 7'f jl/7 5 y )-4-(3- h U 7 ;V t O ^ ? Jl.7 - U 7)tf'J = v>-5- 

h\2-(2-7 5 yifjV7^y)-4-(3-7ot7-U y)tru5^>-5-*;i/ 

tf++rS F > 2-(2-7 = /iW$y)-4-(3--Ha7- , J /)tfU 5 v>-5-*;U^^ 
1* = h\ 2<2-75yx^^7S/)-4-(3,5-> 7 /^^7^ l jy)t: l J5v>-5-y3;U^^ 

H.2-(2-7i yx7^7 5 ;)-4-(2-t7fji^7$ /)tru 5 ^>-5-#;u#*-y-s 
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b\ 2-(cis-2-75 J is? U^isJlTS. S)+&-*?)ls7—V J)\L U ^ ^>-5-tl)V 
h\ 2-(cis-2-7S J nA+^7$ /H^-^D^T- U y )tf U ^.v 
>-5-^;P^^it5 b\ 2-(cis-2-7 $ / i/iP DA^^;U75 /)-4-(3,5-^ DD7-U 
y ) kf U 5 v )V$*V 5. H , 2-(cis-2-7 5 J □ S'Jl'T 5 7 )-4-(3,4,5- 
HJ * h*v7X'J /)tTU $5?>-5-*;i/#+*5 Ho 

Collado-Escobar (Collado-Escobar, D. J. Immunol. 144 : 3449-3457 (1990)) ^>(C 

3. T9Xg»gJH&jfc (PCA) ttife 

5»£tl4lCR (CD-I) T^7XSX-x;UK:«t*(i»*T, fc^&TfcirivX 
hD7x -;i/-IgE(DNP-IgE) (DNP-IgE g£/W 7* U K— "7 Lfc Balb/c 

7^X0l7M»l3n D B S: 1,000 BtfftLfcfc©) £ 10 MlfcTS-^rsiItKcfcO 

ssfpLfc. iSfp© 24 mmmz 50 ^ g © dnp itW7^7*5 >^^-tr o.5%xa-> 

200 ^1 U $e>{C^-©30^{CV^77 > ^MiSc?E^ 

u>v<D3ofrmz.8iT&j*isit. ®.m*(D&m\tt)\'&7 5 H»c«toftbmt, 620 

nm TJfcfejgfcLfc. PCA Rj&fc«fc D&lttftlffl L&6**fcfcM©&*&« «fc 0 

#|]$|J2£ (%) = { (CA-CB) - (XA-XB) }X100/ (CA~CB) 

»J. #7°izJl^ Him «tfM, «?W«f»c«J;*fiPia:#, XfcJu USE, 
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star, mmu ig^#. m^mtm, mmi m^mmm. m^mmm. 

CD 7 A )V AT'ftI L X «b «fc V>. 

ra^j©ct7^Mi&aj, -H-ftJw, msm* %mm* wmiz^Lx^xb^. 

tn^sns. #7m&<vmm.M> mmmtvx\t. mx\*7u\z\s>!fvn 

rjiiwj, mmu wmn, mx\%< h-tj . 

mz£-oxmn{\:-£nz> e :n6i^fciioiwii3^siiu tefflmiK&M 
m&mmcomtmmtLxtmw. mw, ¥mwvt<Dh<Dx$>K). g&^&cD^ 
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aHMiPa4FO»^, IB ftfiSfc 0*90.001^6 100 mgflcg, ffk 

L<te0.1~10 mgfegj&*S£T*D. -ft£ 10T&5^te2 7?;Ig4®C:frttT& 
IMRtt#*n<5»^tt, l HCS^lfi, #aafc0»o.oooi*»6io mg/ 
kg^fiMSTf, 1 S 1 H75M*»®fc$HtTS-5-r*. UttlRliLTtt, to 
aa&O $0,001^ 6 10 mg/kg£ 1 B 1 @75S*ftHIK:^ttTlS:#-r*. Jg-^Mtt 

X5P^ 2,4- W □ P bf U 5 y>-5-*M^-/7- FWp- hMy>57th 
-h'Ji^> iM77P£;UX^U7$>#£T, ^T\KJ&21±T, X5P;U 2- 
?OP-4-(4-*^7X»J 7)bf U $y>-5-A^y7- HSfcfc (&H6*&5fO . 
##011 2 

4-(3,5-^^dd7-u y>-2-^5 : -;ux;i/7 7x;i/eu5> ? >.5-^j^xh 

cis-1,2- 5/ * □ ^ >*tf > 5> 7 S > * MUX , iPffcigSfETE Jfc $ i*T , 2-(cis-2- 
75/^\^x;i/75/)-4-(3,5-v J ^PP7xU 7 )tf U 5 5?>-5-*;U#:= h 

»fc m&®to) . 

£irc> x^ju 2-^^;ux;U7 7x;u-4-(3-^ h**>^>^;P)tJU 5^>-5-*;u 
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LT, X^;i/ 2-[2-(l,3-^*V-2,3->?b: HD^ y< > K-Jl^-^X^Jl^S 
/-4-(3^W-U7)^'J5y>-5^Wy7-h^#fc (It&iSSil) 0 

x^;u 2-^oD-4-(4-^^;P7xuy)-tru = ^>-5-*;i/^^^^-h^ thf 

HOBt RUf WSOHC1 TMM, *&T\ 0.5M 7>*X7-1,4 ^**U">»ttfejD 

?-(^>y* hU7y-;ki-^;i/^4 i >')-4-(4-^^ji/7nu /)tru 5 v 

2-(^> , /hU7y-;ki-<;i/^-^v)-4-(4-/^;i'7xu ;)t s 'j$y>-5-AM 
*n$*SfiETRjft£-B\ {4-[5-#;wt*^ jm-<3-*9\>I/7xu y>tf u s e^>-2--r;u 

###18 

2-^pp-4-(3-^5 l ;U7-'J y)tf'J 5 5»-5-*;Usl5>BSfc {\Z*5i?>9Em\z& 
D Fmocfl^S£l&*l<) 75 Rink Amide AM TO^Jn^., ^DD^ 

$>t DMF ©fi£-*!S&iio*.fc. $ £> \Z DIPC &*PA> SiST 5 mffl&&Ltz. 
II^IIU '^nD^>, DMF, THF, ^^y-;PT0JWfe*Lfc. feS — 
ft, |^CHl<Dift#£$9jIU itCyi^JH-fJl/WLfco MEET, ffi 

U/) lf'J5y>-5-*Wt5F (MBit) 

&tW&\Z\,X, ^1 £^1" ##0fl 9 ~ 2 9 0ft^»S, ###J 5 |W]*ifI 
bT, & 2 lC7K-f##0!l 3 0 - 5 lOfc^ftS, 0#«6©^ffit|^«HLT, Si 
3 (ItkT##^J5 2- 7 0 ©{fc^ft&, #%^J7 0^t^fcLT, ^3{3tk1" 
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##0»J 7 1 MtGQB&Zn^tW&lslt. ##W l~7l ©te£#i©$Bg&tf#iSi 

mmmi 

*17^ H 1.0g<!:7-feh-hU;i/30inlcDS^#llC, X?l/>^75 > 3.0 ml £j!jp 
AgiSTiPfW 40 #lt#Lfc. £CT£W::7j<£;bPx., 7cm*;UA-<y7'D 

* * y -;U:7 >^x7tR)C «k r> ftU Ltz. ft e>ttfcMfe@#&WIkr^;|,-x* y 

-;pffl£-»ttw> ^mut & t £ j; o 2-(2-7 5 y x^;w7 s y )-4-(4-y^^7 
mmm 2 

2-(cis-2-75y^^->Jl/75 7)-4-(3,5-> 7 ^OP7XU y)fc!>J 5 >> >-5-# 
h U;U 350 mg t"J^)V7.)V^ : y K 5 ml OUGmzmtX U «7A 128 mg t 
3l%mk{t*m7k 350 nl SiJOAMT 2WMft#U£. RJt»fr»fcfc«3!K£JDA 

^i:7c»ti^«L,fco »»*»Kx^;PK**b, lMJfiBfeTK&un^^Cfca: 

RttfciMfcUfc. aMb*7-fehxhUJP-*a)iB^»fllE^e.?9»ftbT. 2-(cis-2- 
7S;A+y^75;)-4-(3,5-y^D07-'J /)eUSy>.5-^Wt$ K • X 

mmm 3 

2-*3\>M-(3-MJ 7Mn^W- | J /)fc!U 5>?>-5-#;P#>K 450 mg, 
DMF20mlR^v ? ^aPX^>©g^t, HOBt 210 mg, WSOHC1 320m g £#P 
^T2W#lfcf, 30%7>^X7tK 1.5ml£iP*., lmm^WLtz. K 

y-ju*»6?nsftUT*s6iiga28o mg*^fc. f#e>n^iganx^y-;u 12 mi 

i:4M&8?-»&x3\iU i.5mi £flP;i, MTi^fWjft^Lfc. 
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;i/-4-(3-h'J7;u^-n^5 1 ;i/7nijy)tfU = ->*>-5-*;^^ti-5 F -tttttt no 

75 RtOT<73|g££!l£LT WSOHCl, HOBt OftfrDC CDI ^ffl^SH^K 

«fc o 2-(m--r ^ ^v-;i/-i--r ;i/>4-(3- h u 7;u*n y ^;i,7x u y>tr u 5 v>-5- 

2-[2-(l,3-> ? ^+ V -2,3- '/tHP-fV-O H-JU-2W ;P)X^;U] 7 5 7 -4-(3-7 5=- 
U y)t'J5y>-5-*^**S K 350 mg iX^/-;H0ml ©fi^ttfc, 

tH7v>i mm 0.2 mi &in*. 4 nmiimmmLtco fi*fi^« *»jE««f lt 

MJiJftffi LT»&nfc3SSE*X^ ;-M^B^It5 H t fc«fc 0 2-(2-7 = ;i 
h^v)-4-(3-/^7X'jy)tfU5v>-5-*;^^5 H 140mg£#fc 

Wi) o 

2- (2-7 5 yx^;U75 /)-4-(3- / <>yM+y7- , J 7)tf 'J 5 5?>.5-*;P#* 

K 869mg, THF, 7 * 7 -)VBlU DMF ©g&4&£ 10%A°^ 5*7 A-JftSH»* 
100 mg^iP^.. ^EE7jc^#MT, MfcT3 BM«#Lfc. KJKig^Sritia 

5^<hT 2-(2-7 5 7 X3MI/7 5 7 )-4-(3- 1 Fn + yJ-'J 7)t!U 5 v >-5-# frtf 
=£iJ"5 K 217mg£*lfc . 

3- [2-(2-7 5 y X5 1 Ji/7 5 y j-s-fcjwt^-r ;utr u s ^>-4-< ;P7 a y 

tert-T^UXXx^ 580 mg> * ^ y — ;U 6 ml Rtf* 6 ml <DU£QS\Z 4M ifift- v 

«jessu ±citRMto&m , &\stt. z\n\z*# ;-)itfc&mz.iiamL. 

u ^^y^y-^<h7Ko^^w^^ms H a B L 
t, 3-[2-(2-7a y x^;u7E y>5-*;UA* ; E-i';i/tf u 5. y>-4-<;i/75;]$ti 
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{4-[5-ti >vn^ ;i/-4-(3-/ f^7- u j ) tr u 5 5? >-2-< ;nsy^> 

tert-^UXXx^ 183 mg 4M W-5?**1*->»« 4 ml ttl&X, 

£U Wt; im 7ki?{b7" h U ^ A*»*&UnA7;p* Ute £ Ufc. bsi^jpt? 

ttbfc»?l«:#ttX^i n-^+1i->©ffl^»li^^f||Sft-r*2:tT 2-(4-75 

y^^7x»jy>4-(3-^^7xuy)ifU5^>-5-*;p#+u-$ H 44 m g &ft 

ISSSfll 9 

2.(2-7 5 yx?JV7 5 /)-4-(3-^?;U7xU 7 )tf U 5 z?>-5-% frtf^V 5 H 
318 mg iilX^JP 20 ml <Dm&tltZ.7±?)U7 U K 87 |xl t h "J X3MU75 
> 170 nl &ttJ^L» 1ST 30 #M*#Lfc. gf&^fclKlTRRtf THF £J)Dx.> gftg 

«£E«HILfc«a[*THF t»Kx^;K3!)S^»|«^&?|JBabT, 2-{{2-7±^)V 
75/X^;P)75yH-(3-^5 1 ^7xUy)tfU5v>-5-*;^^5 K 198 mg 

«#)J 1 0 

N-tert-^ h^V^;i/#-;i/^U ->>350mg, HOBt270mg, WSOHC1 384mg ~BOS 
\2-VZ> DOI^ > 10ml ©S£4fe£MT 30 SMMItfft, 2-(2-7$ 7 7iz^JU) 

2-[2-tert-(y H + ->*;I/#XJU7 5 7)7-fe^;U7S/]-4-(3-h 'J 7JU*P*?MU7 

xu /)tfu $y>-5-*;p2i5^-9-5 ^n^, /^y-;u5mifc»»ft, 4 
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if 7 7 A -(» mW ;^DD sfcJl'A :*?;-)V:7 >^B - 7*)K: «fc 0 L , 2-(2- 
75 7 7ir^;P7 5 7)-4-(3- h U 7M u * ?-)V7- ij J ) tf U 5 ^>-5-#;i^* 

s» 11 

2-(2-75 yx5 1 ;i'7$y>4-(3-^^ 1 ^7-Uy)tfU 5 5?>-5-*;pJl?^S h 
382 mg fcttfcX^JP 10 ml Offl^ttK:*^ >7JU*x;P7 O H 114 (il t h U X 
3^7 5 > 205 nl SUP*, SiT 3.5 l$m«#L&. K^iS^ft**, flSftftifojC 
Tft#bfc^ W«Jl£fc7kffii^*->SAT<68ILfc. «JEE»8L/T$fcgiaE 
£ * * y -JI/tSflifj^igMIA^SMI LT, 2-{[2-(* # >Z)lft-)l7 
5 ;)I^]7S ;}-4^3-/^7-U 'J Sy>-5-*M+t5 H 210mg£ 

HJSfll 1 2 

2-(2-7 ^ y 5 y H-(3-^fji/7- u j ) t° u 5 v >-s-* s h 

328 mg <h THF CD^^C, 3,5-V* ^fcT 7 V'-JU-l-TJJl^lt 5 v> • ffifSttt 

508 mg t *m v 7°n tr;i/x^;u7 5 > 876 mi «rc*r? i samjj*# k 

X5Fj|/0jE£$Tiftitb£:&, /^y-;Ut7KO«-&»«IE3^5¥HlSaLT» 2-[(2- 

^7-^yx5 1 ^)75y]-4-(3-^5 1 ;w7xu /)fc?u ay^M+ta h • $ 

i?^ 200 mg t LT'&fz. 

^mm 1 3 

(Z)-3-[2-(7-fe h*'>)7xXJ|/]7£ ij^gfc i95mg <h^£ O DX* > 10ml <Z>ig£ 
HOBtl35mg, WSOHC1 192 mg ^iP^ftT 20 ftf^jf&^bfc^, 2-(cis-2- 
75 7y^DA^y^75; )-4-(3-y ^;U7 x U J ) tf U 5 v >-5-# Jl^ 5 K 
340mg©DMF2ml^«&HnA, MT2^fMW;. KJ£}g-&«fclk:*£in;L» 
Kx^JUTttiaiLfc. «1£&tK«^MJC7AT&&U MJBE»BLT»£ft 
fca*S'>U*.^*7A^D7 hy*7 7^-(WI ; * O 7- 
^T^U f#bnrctefe@#:^@i;^x^;i/^e,Sig B H H T^^iCJ;0 2-{(Z)-2- 
[(cis-2-{[5-^;U^' ; £-1' ;M-(3-7 5 L ;U7X«J / )f 1 J=y>-HJl']7$y}y7nA 
*~>)l) tDVn^ 3L~)V 7±t>- b 98 mg mmSMi) = 
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mmm 1 4 

2-(2-7 =• y 5 7 H-(3-^ 5r^7- U 7 ) tf U 5 ^ >-5-^;U^^1^a K 

312 mg, 7K 3 ml RZt 1,4-1?**? > 3 ml Ofi^ttC v7 U £ A 147 mg 1 4M 

y-;i/+inf!&j^uift#Lfc&, 4-(3-^^7^uy)-2-[(2-^i/-r h*x^ 

;U)7 5 / ] tf U 5 v 5 >-5-tJ ;i/#3r1f 5 K 212mg£#7c (*$fiH#0 . 

;u7-uy)tru5^>-5-*;i/Ji?^5 h* («) ioo mg (40 

JSKfll (Advanced ChemTech M ACT496MOS) OSjS^§§<Dr>x;i/ 96 Tt'vttl-f 

niax.rco s &fc#jfcT37^ N-y^;i/tf □ u F>o.5M»«^tif 

n©^x;uci.omh y-fv^a t:;px^ji/75>coN-^^;i/tfou k>2.sm» 

^^ 200^1-rotfPx., 100 < CTl2B#P B 1lgl$^c. £jfcM£it£m> DMFT2EK 
$f>l:y^DD^^>, DMF> THR THF"eH&-tft* t ttw#K£ifc 
W^^tl-? : n40% h U 7Jl^n»»0S^DO 4 ml 

no»«E^«JET®*LT. 2-(tt$7 5/)-4-(3-*5^7-U /)tfU 5 v>-5-# 

HPLC ©®»Jfc£{t£&©*fig£bfc. 

. ^ttWlilRl«»wUT, &4"&Xf5lZ7*?mmi 5~4 7 MMM 

0iJ 5 1—60 0fc£«*-€-n-£n#J«L&. 2S»0Mfc£tt 1 ~ 6 0 0«jfi. 
RWItfWf- * £31 4 Rtf 5 £5ST. 

& % %> CD te*g^CDMj& * . m PL \t 3,5-Me it 3,5- y^fJ^ tk1" 0 
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Rex : ##0iJ#^ ; Ex : fTOJg^t ; Cmp : ; Syn : (A~H : 

&*m\znmmi, 2, 3, 10, 11, 12, i4mts itmmzvT§m: 
c D':"tn?nmmM3xu4tmmznmis, ^T°m&mzn?tz) ; sai: 

m. (Fu : ; Ox : isz.VWtE. ; £«3 : 7<J-ft ; ftj^0tt<Z>8#ttti 

ttZ^DBrtfiSwl/ft^Ctt^feOtt 1 ^HfcTa) ; Dat : #fgfl;#l$X 
(F: FAB-MS(M+H) + ; FN : FAB-MS(M-H)" ; E : EI-MS ; M : It& CC) ; dec : 
KM) ; 

Ph : 7xrjl/ ; Bn : "*>SW ; Me : ; Et : JL^)l ; Pr : 7°n ; iPr : 2- 

7"o tfJl/ ; Bu : 7^)1 ; tBu : tert-^^ ; Bt : b U 7 V*-;M--f ;U ; Ac : 

7-tz^;i/ ; Boc : tBuO-CO-o R b ^ 2,3-(CH) 4 "RgEfS ^>-fe*> 



*1 




Rex 


A-Z 


R 


X-Y 


R b 


Dat 


1 


CI 


CCbEt 


NH 


4-Me 


F 292 


2 


H 2 N H 


CN 


NH 


3,5-Cl 


F 377, 379 


3 


MeS 


C0 2 Et 


CH 2 


3-OMe 


F 319 


4 


0 


C0 2 Et 


NH 


3-Me 


F 447 


9 


CI 


C0 2 Et 


NH 


3-Me 


F 292 


10 


Cl 


C0 2 Et 


NH 


2-Me 


F 292 


11 


CI 


C0 2 Et 


NH 


3-CF 3 


F 346 


12 


Cl 


C0 2 Et 


NH 


3-CN 


F 303 


13 | CI 


C0 2 Et 


NH 


3-OMe 


F 308 
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14 


CI 


C0 2 Et 


NH-CH 2 


3-CF 3 


F 360 


15 


CI 


C0 2 Et 


S 


3-CF3 


F 363 


16 


CI 


COaEt 


NH 


3-Br 


F 358 


17 


CI 


CChEt 


NH 


2,3-(CH 2 ) 4 


F 332 


18 


CI 


CQjEt 


NH 


3,4-(CH 2 ) 3 


F 318 


19 


CI 


COzEt 


NH 


3,5-Me 


FN 304 


20 


CI 


CCbEt 


NH 


2,3-(CH) 4 


F 328 


21 


MeS 


COaEt 


NH 


3-OBn 


F 396 


22 


MeS 


C0 2 Et 


NH 


3-Boc 


F 390 


23 


MeS 


C0 2 Et 


NH 


3-N0 2 


F 335 


24 


MeS 


CC^Et 


NH 


3-CF3 


F 358 


25 


MeS 


C0 2 Et 


N(Me) 


3-CF3 




26 


Me 


C0 2 Et 


NH 


3-CF3 


F 326 


27 


Ph 


C0 2 Et 


NH 


3-CF3 


F 388 


28 


AcHN 


C0 2 Et 


NH 


3-CF3 


F 369 


29 


MeS 


CN 


NH 


3,5-Q 


F 311 




Rex 


A-Z 


X-Y 


R b 


Dat 


5 


CI 


NH 


4-Me 


FN 262 


30 


CI 


NH 


3-Me 


F 264 


31 


CI 


NH 


2-Me 


FN 262 


32 


CI 


NH 


3-CF 3 


F 318 


33 


a 


NH 


3-CN 


FN 273 


34 


a 


NH 


3-OMe 


FN 278 


35 


Cl 


NH-CH 2 


3-CF-, 


F 332 


36 


■a 


S 


3-CF3 


F 299 
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37 


a 


NH 


3-Br 


FN 328 


38 


Cl 


NH 
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Y :OR 1 feL<^-NHR 1 ruWk2nT^ThM&m7)i*u>mx\m&u. 

Z:0, NR 2 X«*S£*»* 

A:H, fi&g£#LWTfc<fc^M:7JU*;k -CO-«ftat*WbT^Tfc«t 
R 1 , R 2 :H, mk7)\'*)VX\$-CO-&m.T)V*)V&. 

-{£^7JI/^1/>-nh 2 , -«7;M^;k -An^>gf, -cf 3 RI£-o-{£$ 
7;i/^;w36^e>a^$ns i ~ 3{i©B&g£WLT^TfciHi7U-;uT$>£ 

3 . a ^-lffltRtx- 7°d h 7 ? pits tat nh 2 e>3i^$n^STg^$nrcffi 

IR7;WPSTft*lll#©«B2|3tt0^«Xtt-t©46. 

4. A*<-NH 2 . -yPH7y^bSnfcNH2R^-fi»7;U^U>-NH2*»6»a 

^$n**T*tfcsnfc->^P7;u+;uST**»#©«H2iB«©^*xtt 




(I) 
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5. 2,(2-75 /X5P;P7$ /)-4-(3-^^;U7-U J)M U 5 v^>-5-*;^^5 b\ 

2-(2-7 = y x^;i/7 5 y h-(3- h u 7 o y 3^7 x u y ) tf u 5 v >-5-# 
+-9-5 h\ 2-(4-75yy^;u75y)-4^3-hU7;u^ny^7-uy)tU5^> 

-5-*;^*U-5 h\ 2-(2-7^yx^;i/7^y)-4-(3-^D ; E7-U y)hfU5v>-5- 
*;psJ5^1t5 b\ 2^2-7$;xfjl/7$;)4^3-- h D7XU y)tf U S.i?>-5-lJ)V 
$3rV2. h\ 2-(2-75yx^75y)-4-(3,5-^y5 1 ;i/7Xijy)trU5v>-5-^;i, 
#^+1-5 h\ 2-(2-7S y X5=-;U75 y)-4-(2-^7^;P75 y>tf 'J 5 ^>-5-#;i/#* 

its h, 2-(cis-2-75y->^DA^>-;i,75y)-4-(3-y5 1 ;u7xuy)kru5> f >-5- 

fc^tf^lf-S K, 2-(cis-2-7^y ~>7 0A^x;i/75y)-4-(3-7*D ; E7XUy)lf u 
5y>-5-AM^S H\ 2-(cis-2-7^y y^O^->Jl/7S y )-4-(3,5-vi7 □ D 7 
X'J y)fcfij $y>-5-*M^t5 h*M2-(cis-2-7 5y->7nA^->JU75y)-4- 

(3,4,5- h u y h * v 7 x u y ) tf u s v >-5-# s h J: o m®. £ nzit&w 



38 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/05643 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 C07D239/48, 239/47, 239/56, 239/42, 403/12, 403/06, 407/12, 

409/12, 401/12, 401/06, A61K31/505, A61K31/535 // (C07D403/12, 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

int. CI 6 C07D239/48, 239/47, 239/56, 239/42, 403/12, 403/06, 407/12, 

409/12, 401/12, 401/06, A61K31/505, A61K31/535 // (C07D403/12, 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA (STN), REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


JP, 4-261156, A (Abbott Laboratories), 


1 


A 


17 September, 1992 (17. 09. 92) 


2-5 




& EP,. 475206, A 






Claims ; Examples 15, 77 




X 


US, 5250548, A (Abbott Laboratories), 


1 


A 


5 October, 1993 (05. 10. 93) (Family: none) 


2-5 




Claims ; Examples 15, 77 




A 


US, 5216023, A (Folligen Budapest Ltd.), 


1-7 




1 June, 1993 (01. 06. 93) 






& WO, 90/08130, Al & EP, 409939, A 





Further documents are listed in the continuation of Box C. Q^J See patent family annex. 



4 Special categories of cited documents: T 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date "X" 
"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) " Y" 

"0" document referring to an oral disclosure, use, exhibition or other 

means 

"1*" document published prior to the international filing date but later than 

the priority date claimed "&" 



Date of the actual completion of the international search 
4 February, 1999 (04. 02. 99) 


Date of mailing of the international search report 

16 February, 1999 (16. 02. 99) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/1SA7210 (second sheet) (July 1992) 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same pa ten 1 family 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP98/05643 



A. .Continuation! CLASSIFICATION OF SUPJECT M ASTER 

209:00, 239:00) (C07D403/12, 233:00, 239:00) (C07D403/06, 209:00, 239:00) 
(C07D407/12, 239:00, 307:00) (C07D409/12, 239:00, 333:00) (C07D401/12, 
213:00, 239:00) (C07D401/06, 213:00, 239:00) 

B. (Continu e on 1 FIELDS SEARCHED 

209-00, 239:00) (C07D403/12, 233:00, 239:00) (C07D403/06, 209:00, 239:00) 
(C07D407/12, 239:00, 307:00) (C07D409/12, 239:00, 333:00) (C07D401/12, 
213:00, 239:00) (C07D401/06, 213:00, 239:00) 



Form PCT/ISA/210 (extra sheet) (July 1992) 



BRMSffi* 



SESfflfiSS* PCT/J P 9 8/0 5 6 4 3 



A. »W»Jl1-$£»©»« (HK«pffF»S (IPC) ) 

Int. CI' C07D239/48, 239/47. 239/56, 239/42. 403/12. 403/06, 407/12. 409/12, 401/12, 401/06. A61K31/505, A61K31/535// 
(C07D403/12, 209:00, 239:00) (C07D403/12. 233:00, 239:00) (CO7D4O3/06. 209:00, 239:00) (C07D407/12, 239:00, 307:00) 
(C07D409/12. 239:00, 333:00) (C07D401/12. 213:00, 239:00) (CO7D401/06, 213:00, 239:00) 



• Int. CI* C07D239/48, 239/47, 239/56, 239/42. 403/12. 403/06. 407/12. 409/12, 401/12, 401/06, A61K31/505, A61K31/535// 
(C07D403/12, 209:00, 239:00) (C07D403/12, 233:00, 239:00) (C07D403/06, 209:00, 239:00) (C07D407/12, 239:00, 307:00) 
(C07D409/ 1 2, 239 : 00, 333 : 00) (C07D40 1 / 1 2, 2 1 3 : 00, 239 : 00) (C07D40 1/06, 2 13 : 00 , 239 : 00) 



ffll^USS-Cffiffl Ltzm+r-?^-* (?*-2"<-*©*8\ BUEfcttffiLfcffiR) 
CA (STN) , REGISTRY (STN) 



x 

A 



X 
A 



JP, 4-261156, A (Ttfy b • y#7 h V -X) 1 7. 
9£. 1992 (17. 09. 92) &EP, 475206, A 
WfflMMJttB, 15, 77 



US, 5250548, A (Abbott Laboratories) 
10^. 1993 (05. 10. 93) 
claim, EXAMPLE 15, 77 



0 5. 



US, 5216023, A (Folligen Budapest Ltd. ) 0 1. 
6£. 1 9 9 3 (0 1. 0 6. 9 3) &WO, 9 0/0 8 1 3 0, 
Al&EP, 4 0 9 9 3 9, A 



1 

2-5 



1 

2-5 



1-7 



B £ L < lift <D#8"I ftS * £ 3 fc * C 3 1 ffl "t 5 

xm («*«r«-r) 

roj p«KJ:5BB*, ttffls S^i-mfi-i-SXiK 



rxj i#jcKIiirofcsXi^-c$>o-c, i 

r&j (Sl-y^y h77 5 'J-XSfc 



0 4. 0 2. 9 9 



16.02.99 



B*HMMWr (ISA/JP) 
|i!ES§ 1 0 0-8 9 1 5 



'«IS-#* 03-3581-110 1 



4 C 



9 2 8 4 



3 4 5 3 



iSPCT/ISA/2 10 (^2^-v 5 ) (1 998^7^) 



This Page Blank (uspto) 



L. 



